A series of quinoline-based agents with CNS activity have been analyzed for their three-dimensional similarity with respect to a set of standard atypical antipsychotics. The method aligns the molecules based on their molecular fields represented as local extrema of electrostatic, van der Waals, and hydrophobic potentials of the molecule termed "field points." The compounds in the series were found to demonstrate relatively lesser 3D similarity to the dibenzodiazepine derivative clozapine. Similarity values were higher with respect to extended chain compounds ketanserin, ziprasidone, and risperidone. The results obtained were found to agree with the physicochemical similarity of the compounds reported earlier.
Introduction
Molecular similarity is one of the most widely used concepts in the computer-aided approaches to molecular design. According to the "molecular similarity principle," compounds with similar chemical structures are more likely to possess similar physicochemical and biological activities [1] [2] [3] [4] [5] [6] . Despite recent examples that one cannot conclude property similarity from structural similarity in every case [7] , this is still the underlying assumption of current drug design efforts which includes building QSAR models and using them for making predictions for new compounds. Some studies also indicate that structural similarity does not always imply similarity in descriptors [8] .
The concept of chemical similarity does not have a formal definition, and it may vary depending upon the application for which similarity needs to be determined. Quantification of chemical similarity is based on numerical representation of a chemical structure, and similarity comparisons are done based on 2D or 3D approaches. 2D approaches involve the calculation of fingerprint-based [9] or descriptor-based similarity [2] . The former involves a simple count of shared features (common fragment substructures) as a measure of quantifying the degree of structural resemblance. In the latter case, similarity can be based on descriptors such as continuous whole molecule properties, for example, log P, molar refractivity, and topological indexes. Various similarity metrics exist that return a score indicating the level of similarity between molecules under comparison. Frequently used metrics are simple distance measures such as Hamming and Euclidean distance and association coefficients such as Tanimoto, Dice, and Cosine coefficients [10] . Tanimoto coefficient has been the measure of choice for fragmentbased chemical similarity work, whereas euclidean distance measurement is the most popular measure for continuous data (descriptors).
3D methods can be alignment-independent methods based on descriptors such as geometric atom pairs and their distances, valence and torsion angles, and atom triplets and alignment methods, which consider the conformational flexibility of the molecules. Field-based alignment methods [11] are based on quantum mechanical calculations, and the similarity score is related to the electron density of the molecules which involves calculation of steric fields (van der Waals surface) and electrostatic fields (derived from precalculated point charges). Examples include methods like MIMIC [12] using fixed conformations in matching process. Flexiblefield-based alignment (FLASHFLOOD) [13] is preferred over conformationally rigid matching [14, 15] . Comparable activities of diverse molecules at the same molecular targets can be explained by considering the molecules' fields rather than their atomic structure because the field pattern is a far . Tetrahedra and dodecahedra depict field points for 14 and reference compounds, respectively. Blue, maroon, yellow, and brown colors depict negative field, positive field, surface field, and hydrophobic field points. superior description of molecule's binding properties than its atomic structure. Compounds which are structurally diverse but show comparable activity have similar fields and, hence, similar binding properties so that these can bind to the same target site and elicit the same biological effect. We had recently reported a novel series of quinoline derivatives evaluated for their atypical antipsychotic potential [16] and further assessed for their 2D similarity (physicochemical similarity) with respect to the standard atypical antipsychotic drugs. In the present research paper, we report the 3D similarity (based on field similarity, volume similarity, and shape similarity) of this series of compounds to the standard drugs clozapine, risperidone, ziprasidone, and ketanserin based upon field-based alignment methods.
Method
Field based similarity of the compound set was assessed with respect to the standard drugs taken as reference, that is, clozapine, ketanserin, ziprasidone and risperidone using
FieldAlign2.1.1 (Cresset BioMolecular Discovery Ltd., UK).
The three dimensional models of the reference drugs were generated using ChemBio3D Ultra 12.0 and energy minimization was performed with MM2 force field to minimum RMS gradient of 0.100. These reference drugs in a defined 3D conformation were then imported in sdf (MDL mol) format to FieldAlign2.1.1. Molecules to be aligned were imported in 2D from ChemBioDraw Ultra 12.0 as sdf (MDL mol) files. The maximum number of conformations generated for any molecule was limited to 200 in order to have a balance of the quality of alignments and calculation time. Number of high temperature dynamics for flexible rings was set at 5. Gradient cut-off for conformer minimization was 0.5. Coarseness of the sampling of conformational space was controlled by filtering duplicate conformers at rms 0.5. Standard scoring function was used based on 50% shape similarity and 50% dice volume similarity to derive overall similarity between two conformations. Further, a 3D reference template was generated taking three reference drug molecules at a time (loaded as single 2D structures ) using FieldTemplator2.1.1 (Cresset BioMolecular Discovery Ltd., UK) that searches for common field patterns across the explored conformational space of a set of ligands looking for commonality. The best template was selected based on their field similarity, shape similarity and overall similarity scores. Table 1 shows the chemical structures and pharmacological activity profile of the quinoline-based compound set (7) (8) (9) (10) (11) (12) (13) (14) taken for the 3D alignment studies. The overall alignment (similarity) scores along with the corresponding field similarity, volume similarity, and shape similarity scores of the test molecules with respect to a selection of standard drugs are shown in Tables 2, 3 , and 4. The alignment scores serve as a measure of how similar the molecular fields of the two molecules are in the given alignment. Figures 1-3 show the graphic display of the best alignment (highest alignment score) of the compound 14 with standard drugs along with the various field points. Compound 14 is the lead compound which had demonstrated a potential atypical antipsychotic profile in our earlier studies. The best alignment obtained with risperidone shows the field superposition of quinoline and piperazine nitrogens in 14 with corresponding nitrogens in the drug. The overlap of negative field points corresponding to the ether oxygen in 14 and carbonyl oxygen in the drug is also seen as a major contributor to field similarity. The quinoline nitrogen does not, however, assume correspondence with any of the two heterocyclic nitrogens in risperidone. However, good intersection of quinoline and quinazoline nitrogens is seen in addition to the superposition of negative field points of ether moiety and carbonyl group, piperazine and piperidine nitrogens, and the corresponding halogen atoms in 14 and ketanserin, respectively, which accounts for higher similarity of 14 to ketanserin than to risperidone. The best alignment of 14 with ziprasidone shows the overlay of field points corresponding to ether oxygen in 14 with benzothiazole nitrogen in the drug. Further, field superposition of chlorine in 14 with carbonyl oxygen of indolinone moiety in the drug contributes towards the overall similarity between the two. In comparison to these drugs, there is less superposition of the field points of 14 with clozapine accounting for lower similarity scores in this case. Further, the alignment of 14 with the three compound template generated from risperidone, ketanserin and ziprasidone does not improve the similarity scores as evident from the graphic display in Figure 3 .
Results and Discussion
The overall similarity scores of the compounds were found to increase with chlorination with respect to risperidone, ziprasidone and ketanserin. However, compounds 10 and 14 showed nearly same similarity values with respect to clozapine.
The 8-quinoline based compounds were found to have higher similarity score with respect to risperidone and ketanserin than the corresponding 6-quinoline derivatives. However, with respect to ziprasidone, 6-quinoline compounds have a higher similarity (except 14 versus 12) . Further, a pattern of increase in similarity scores with respect to the selected standard drugs was noted which was different for the 8-and 6-quinoline series. The similarity for the former was in the order clozapine<risperidone<ziprasidone <ketanserin. Order for the 6-quinoline series was clozapine< risperidone<ketanserin<ziprasidone.
The field similarity with respect to ziprasidone increased with chlorination for 8-quinoline derivatives and decreased for 6-quinoline derivatives. With respect to the other drug molecules, chlorination in general, increased the field similarity of the compounds. A comparison of 6-and 8-quinoline derivatives in terms of their field similarity scores showed that 8-quinoline derivatives have a greater field similarity to ziprasidone than their corresponding 6-quinoline analogs. However, with respect to clozapine, scores were not significantly different.
Shape similarity with respect to risperidone and ziprasidone (except 8-quinolyl benzoyl derivative 7) showed an Figure 3 : Alignment of compound 14 (thin sticks) with three compound templates generated from risperidone, ketanserin, and ziprasidone shown as capped sticks (pink). Field point depiction is the same as in Figure 1 .
increase with chlorination. No particular pattern was seen on chlorination with respect to ketanserin. A comparison between 6-and 8-quinolyl derivatives showed that, for nonchlorinated compounds, the latter showed higher shape similarity to ketanserin and clozapine whereas, for chlorinated analogs, 6-quinoline derivatives showed higher scores. Further, as expected, the volume similarity values were not significantly changed on chlorination or in the comparison of the 6-and 8-quinolyl derivatives.
The average similarity scores for the compounds were the highest with respect to ketanserin followed by ziprasidone and risperidone. Interestingly, the physicochemical similarity for the compounds reported earlier was the lowest with respect to ketanserin for the same drug group (90.64%, 85.5%, and 76.7% with respect to ziprasidone, risperidone and ketanserin, resp.). In line with the results from our previous computational studies, wherein the physicochemical similarity was the lowest with respect to the more compact dibenzodiazepine derivative clozapine (56.85%), the 3D similarity values were also found to be the lowest with respect to clozapine as well as the conventional neuroleptic chlorpromazine.
An analysis of the breakup of the overall alignment scores shows that the contribution of the shape and volume similarity was significantly greater than the corresponding field similarity values in all the cases. As can be seen from the tables, the shape similarity and volume similarity is more than 0.7 for all the drug examples (except clozapine) whereas their field similarity scores range from 0.54 to 0.58.
Conclusions
In the present work, a set of quinolyloxypropyl piperazine derivatives have been analyzed for their three-dimensional similarity to a selection of atypical antipsychotic drugs, and these demonstrate higher similarity with respect to the extended chain structures such as risperidone, ziprasidone, and ketanserin and lesser similarity to the prototypic agent clozapine. Further, specific patterns were observed for the change in similarity scores with change in chemical structure. An introspection of the field alignments obtained for the molecules (especially, the lead compound from our studies 14) with respect to standard drugs suggests a good correspondence of quinoline nitrogen, piperazine system, ether oxygen, and chlorine atom with the corresponding groupings in the standard drug molecules. This highlights the importance of these structural features as a part of the chromophoric system involved in the pharmacological activity of this class of compounds. Further development of this compound series can be carried out by appropriate modifications whilst retaining these salient features. Hence, the information generated from the molecular field analysis of this compound series can be used as a valuable tool for designing novel analogues by interpretation of their pharmacological activity in terms of their field pattern.
